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Status 

1 )KI Responsive to communication(s) filed on 21 December 2007 . 
2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) |EI Claim(s) 1,4-16,22-25,31,32 and 37-50 is/are pending in the application. 
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5) D Claim(s) is/are allowed. 
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DETAILED ACTION 

Response to the Amendment 

The Amendment filed on 12/21/2007 in response to the previous Non-Final Office 
Action (6/26/2007) is acknowledged and has been entered. 

Claims 1, 4-16, 22-25, 31-32 and 37-50 are pending. 

Claims 7-16, 22-25, 31-32, 37-42 and 44-45 are withdrawn from consideration as 
being drawn to non-elected inventions. 

Claims 1, 4-6, 43 and 46-50 are currently pending. 
Rejections Withdrawn: 

The rejection of Claims 46-50 under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the written description requirement is withdrawn in view of Applicants arguments. 

Rejections Maintained, but amended in view of Applicants amendments: 
Claim Refections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use 
or on sale in this country, more than one year prior to the iI.ik- of.ipplicnion lor p.iicnt in the United States. 

Claims 1, 4-6, 43 and 46-50 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Li et al. (IDS, US 5,891,668, 1999) as evidenced by Pornillos et al. (The EMBO Journal 
2002;21:2397-2406). 

Li. et al. teach antibodies which have been raised to normal or mutated forms of 
TSG101 (column 8, line 59-63). Specifically, the patent teaches antibodies that specifically 
recognize the coiled domain, leucine zipper and proline rich domains of TSG101 (column 8, 
lines 64 to column 9, line 4). Moreover, the patent teaches that the antibodies include, but 
are not limited to, polyclonal antibodies and monoclonal antibodies (column 9, lines 5-21). 
With regards to TSG101, Li et al. provide both the mouse TSG101 and the human homolog 
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(column 3, lines 26-38, see below, human homolog). Although the reference does not 
specifically teach that the antibody binds specifically to an epitope in the ubiquitination- 
regulating domain of TSG101 protein found in amino acid residues 1-250 of SEQ ID NO: 
1, the claimed limitation does not to appear to result in a manipulative difference between 
the prior art because as taught by the specification (page 10, Overview) and as evidenced by 
Pornillos et al., the proline rich domain (referred to as PRD) and at least a portion of the 
coiled domain (referred to as COIL) lies within amino acid residues 1-250 of SEQ ID NO: 1 
(page 2398, Figure 1A). Thus, the claimed antibody appears to be the same as the prior art. 
The office does not have the facilities and resources to provide the factual evidence needed 
in order to establish that the product of the prior art does not possess the same material, 
structural and functional characteristics of the claimed product. In the absence of evidence 
to the contrary, the burden is on the applicant to prove that the claimed product is different 
from those taught by the prior art and to establish patentable differences. See In re Best 
562F.2d 1252, 195 USPQ 430 (CCPA 1977) and Ex parte Gray 10 USPQ 2d 1922 (PTO Bd. 
Pat. App. & Int. 1989). Lastiy, the transitional term "comprising", which is synonymous 
with "including," "containing," or "characterized by," is inclusive or open-ended and does 
not exclude additional, unrecited elements or method steps. As such, the limitation that the 
antibody binds to an epitope in the ubiquitination regulating domain of TSG101, wherein 
the ubiquitination regulating domain "comprises" amino acid residues 50-140 or 1-140 of 
SEQ ID NO: 1, does not appear to result in difference between the antibodies taught by Li 
et al. which specifically binds to the proline rich domain of TSG101 for the reasons set forth 
above. 

Patent No. 5891668 
APPLICANT: LI, Limin 
APPLICANT: COHEN, Stanley N 
US-08-670-274B-4 

Query Match 97.8%; Score 2002; DB 2; Length 380; 

Best Local Similarity : ■ . -155; 

Matches 380; Conservative 0; Mismatches 0; Indels 0; Gaps 0; 

Qy 11 MVSKYKYRDLTVRETVNVITLYKDLKPVLDSYVFNDGSSRELMNLTGTIPVPYRGNTYNI 70 

I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 

Db 1 MVSKYKYRDLTVRETVNVITLYKDLKPVLDSYVFNDGSSRELMNLTGTIPVPYRGNTYNI 60 

Qy 71 PICLWLLDTYPYNPPICFVKPTSSMTIKTGKHVDANGKIYLPYLHEWKHPQSDLLGLIQV 130 

I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 
Db DANGKI YLPYLHEWKHPQS DLLGL I QV 120 

Qy 131 MIWFGDEPPVFSRPISASYPPYQATGPPNTSYMPGMPGGISPYPSGYPPNPSGYPGCPY 190 

Db 121 MIWFGDEPPVFSRPISASYPPYQATGPPNTSYMPGMPGGISPYPSGYPPNPSGYPGCPY 180 
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Qy 



191 PPGGPYPA11SSQYPSQPPVTTVGPSRDGTISEDTIRASLISAVSDKLRWRMKEEMDRAQ 2 50 



Db 



181 PPGGPYPATTSSQYPSQPPVTTVGPSRDGTISEDTIRASLISAVSDKLRWRMKEEMDRAQ 



Qy 



251 AELNALKR1EEDLKKGHQKLEEMVTRLDQEVAEVDKNIELLKKKDEEL. ALEK ENQSE 310 



Db 



241 AELNALKRTEEDLKKGHQKLEEMVTRLDQEVAEVDKNIELLKKKDEEL 



Qy 



3 1 1 NND I DEVI I PTAPLYKQILNLYAEENAIEDTIFYLGEALRRGVI DLDVFLKHVRLLSRKQ 3 7 0 



Db 



3 0 1 NND I DEVI I PTAPL YK J I LNLYAEENAIEDT I FYLGEALRRGVI DLDVFLKHVRLLSRKQ 3 0 0 



Qy 



371 FQLRALMQKARKTAGLSDLY 3 90 



Db 



3 61 FQLRALMQKARKTAGLSDLY 380 



Claims 1, 4-6, 43 and 46-50 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Brie et al. (US 5,892,016, 1999, of record). 

Brie et al. teach a purified protein having an amino acid sequence having 100% 
identity to the amino acid sequence set forth in SEQ ID NO: 1 (Figures 1A-1B, see below). 
The patent further teaches antibodies including, but not limited to, polyclonal, monoclonal 
and chimeric which bind specifically to the polypeptide (column 17, line 15 to column 18, 
line 16). Furthermore, Brie et al. disclose that the antibodies can be used as a pharmaceutical 
agent for the prevention and or treatment of disease associated with expression of the 
polypeptide (column 16, lines 56-60). Although the reference does not specifically teach that 
the antibody binds to a polypeptide comprising a ubiquitination-regulating domain, the 
claims are drawn to the product perse and inherently, such an antibody would bind to a 
polypeptide comprising a ubiquitination-regulating domain. Thus, the claimed peptide 
appears to be the same as the prior art. The office does not have the facilities and resources 
to provide the factual evidence needed in order to establish that the product of the prior art 
does not possess the same material, structural and functional characteristics of the claimed 
product. In the absence of evidence to the contrary, the burden is on the applicant to prove 
that the claimed product is different from those taught by the prior art and to establish 
patentable differences. See In re Best 562F.2d 1252, 195 USPQ 430 (CCPA 1977) and Ex 
parte Gray 10 USPQ 2d 1922 (PTO Bd. Pat. App. & Int. 1989). 

OS Homo sapiens. 

PN US5892016-A. 

PD 06-APR-1999. 

PF 23-JAN-1997; 97US-0078 6999 . 

PR 23-JAN-1997; 97US-0078 6999 . 

PA (INCY-) INCY1E PHARM. 

PI Brie SL, Goli SK; 
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Score 204^ 
Pred. No. 



Mismatches 0; Indels 0; Gaps 

1 MA\ E L F /F/RDLTVRETVNVITLYKDLKPVLDSYVFNDGSSRELMNLTGTIP t 

I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 

1 MAVSES 2LKKMVSKYKYRDLTVRETVNVITLYKDLKPVLDSYVFNDGSSRELMNLTGTIP i 

61 VPYRGNTYNIPICLWLLDTYPYNPPICFVKPTSSMTIKTGKHVDANGKI YLPYLHEWKHP 1 

61 VPYRGNTYNIPICLWLLDTYPYNPPICFVKPTSSMTIKTGKHVDANGKIYLPYLHEWKHP 1 



121 QSDLLGLIQ^ 
121 QSDLLGLIQ^ 



l 8 1 npsgypg 1 
241 rmkeemd: 



EPPVFSRPISASYPPYQATGPPNTSYMPGMPGGISPYPSGYPP 1 
I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 

eppvfsrpisasyppyqatgppntsympgmpggispypsgypp 1 

attssqypsqppvttvgpsrdgtisedtiraslisavsdklrw 5 

attssqypsqppvttvgpsrdgtisedtiraslisavsdklrw 5 

:rteedlkkghqkleemvtrldqevaevdkniellkkkdeelss : 

241 rmkeemdraqaelnalkrteedlkkghqkleemvtrldqevaevdkniellkkkdeelss : 

301 alekmenqsenndideviiptaplykqilnlyaeenaiedtifylgealrrgvidldvfl : 

301 alekmenqsenndideviiptaplykqilnlyaeenaiedtifylgealrrgvidldvfl : 

361 khvrllsrkqfqlralmqkarktaglsdly 390 
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

361 KHVRLLSRKQFQLRALMQKARKTAGLSDLY 390 



In response to the two rejections, Applicants note initially that the reliance on 
Pornillos et al., as evidence for what is taught in Li et al., or for any other purpose, is 
improper since the Pornillos et al. reference became available as a reference only months 
after Applicants' actual filing date of January 18, 2002. As such, Applicants assert that it is 
not evidence of the understanding of those of skill in the art as of the Filing date Applicants 
are entitled to herein. With regards to Li et al., Applicants assert that Li et al. does not teach, 
as recognized by the Examiner, an antibody that binds to an epitope in the specific range. In 
particular, Applicants assert that one of ordinary skill in the art could easily prepare an 
antibody, according to the teaching of Li et al., that binds to the coiled domain, the leucine 
zipper or the proline rich domains of TSG101, without preparing an antibody that binds 
specifically to an epitope in the ubiquitination regulating domains of TSG101, the claims are 
simply not taught by the reference. Moreover, Applicants contend that the Examiner's 
assertion that this "claimed limitation does not result in a manipulative difference between 
the prior art and the claims" is not clearly understood. For example, Applicants assert that 
simply because one of skill in the art following the teachings of Li et al., or Brie et al., might 
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prepare an antibody that accidentally binds to an epitope in a ubiquitination regulating 
domain of TSG101 by preparing an antibody directed to the proline rich region of TSG101 
does not mean the same is taught. Also, Applicants contend that as the references, as the 
Examiner acknowledges, is silent as to this feature of the claims, the references must 
necessarily inherentiy teach that feature, or the rejection cannot be maintained. Hence, 
Applicants assert that since it is quite clear from the references that they do not inherentiy 
teach this, that is, they specifically teach features for an antibody epitope that would not be 
in the ubiquitination-regulating domain of TSG1 01, within the specific amino acid sequence 
as recited. Lastly, Applicants assert that if Applicants w ere merely claiming an unknown by 
inherent function of the prior art, that is, claiming antibodies that inherently bound an 
epitope within the ubiquitination region of TSG101 as defined by the sequence amino acid 
residues 1-250, 40-150 ect, the Examiners position would be entitled to due consideration. 
However, Applicants assert that the burden is on the Office, however, to demonstrate 
inherency, and it is not Applicants' burden to show that undeposited, prophetic antibodies 
that clearly may not bind to an epitope within the indicated ubiquitination domain, lack 
Applicants' properties. 

These arguments have been carefully considered, but are not found persuasive. 

First, regarding Applicants assertions that the citation of the Pornillos et al. reference 
is improper because it was published after the tiling date of the instant application, the 
Examiner acknowledges and does not dispute Applicants assertions that the Pornillos et al. 
reference became available only months after Applicants' actual filing date of January 18, 
2002. However, the Examiner recognizes that inherent features need not be recognized at 
the time of the invention. In particular, there is no requirement that a person of 
ordinary skill in the art would have recognized the inherent disclosure at the time of 
invention, but only that the subject matter is in fact inherent in the prior art reference. 
Schering Corp. v. Geneva Pharm. Inc., 339 F.3d 1373, 1377, 67 USPQ2d 1664, 1668 (Fed. 
Cir. 2003), see MPEP 2112. In the instant case, the use of Pornillos was used as evidence 
that the proline rich domain (referred to as PRD) and at least a portion of the coiled domain 
(referred to as COIL) lies within amino acid residues 1-250 of SEQ ID NO: 1 (page 2398, 
Figure 1A). With regards to Applicants arguments pertaining to Li et al., the Examiner 
acknowledges and agrees with Applicants assertions that the reference, as asserted by the 
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Examiner, does not specifically teach that the antibody binds specifically to an epitope in the 
ubiquitination-regulating domain of TSG1 01 protein found in amino acid residues 1 -250 of 
SEQ ID NO: 1. However, as stated above, the Examiner recognizes that Li et al. teach 
polyclonal and monoclonal antibodies that specifically recognize the coiled domain, leucine 
zipper and proline rich domains of TSG101, wherein the TSG101 protein has 100% identity 
from amino acid reside 11 to 390 of the TSG101 protein of instant claims. Thus, while 
Applicants contend that one of ordinary skill in the art could easily prepare an antibody, 
according to the teaching of Li et al, that binds to the coiled domain, the leucine zipper or 
the proline rich domains of TSG101, without preparing an antibody that binds specifically to 
an epitope in the ubiquitination regulating domains of TSG101, Applicants have not 
provided a patentable difference between the claimed antibody and that taught in the prior 
art. Applicants are reminded that the office does not have the facilities and resources to 
provide the factual evidence needed in order to establish that the product of the prior art 
does not possess the same material, structural and functional characteristics of the claimed 
product . In the absence of evidence to the contrary, the burden is on the applicant to prove 
that the claimed product is different from those taught by the prior art and to establish 
patentable differences. See In re Best 562F.2d 1252, 195 USPQ 430 (CCPA 1977) and Ex 
parte Gray 10 USPQ 2d 1922 (PTO Bd. Pat. App. & Int. 1989). In the instant case, the 
same rationale can be applied to Applicants arguments pertaining to Brie et al., as well as, the 
inherency issue argued by Applicants. In other words, the Examiner recognizes that both 
Brie et al. and Li et al. teach isolated monoclonal and polyclonal antibodies which specifically 
bind to a protein having 98% over all identify (100% identity from aa 1 1-390) or a protein 
having 100% sequence identity to the TSG101 protein recited in the claims (Li et al. and Brie 
et al., respectively), but does not teach that the antibodies specifically bind to an epitope in 
teh ubiquitination-regulating domain of TSG101 protein found in amino acid residues 1-250, 
50-140, ect. However, the office does not have the facilities and resources to provide the 
factual evidence needed in order to establish that the product of the prior art does not 
possess the same material, structural and functional characteristics of the claimed product . 
In the absence of evidence to the contrary, the burden is on the applicant to prove that the 
claimed product is different from those taught by the prior art and to establish patentable 
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differences. See In re Best 562F.2d 1252, 195 USPQ 430 (CCPA 1977) and Ex parte Gray 
10 USPQ 2d 1922 (PTO Bd. Pat. App. & Int. 1989). 

Therefore, No claim is allowed. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not mailed 
until after the end of the THREE-MONTH shortened statutory period, then the shortened 
statutory period will expire on the date the advisory action is mailed, and any extension fee 
pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of the advisory action. 
In no event, however, will the statutory period for reply expire later than SIX MONTHS 
from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to BRANDON J. FETTEROLF whose telephone number is 
(571)272-2919. The examiner can normally be reached on Monday through Friday from 
7:30 to 4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866- 
217-9197 (toll-free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786-9199 (IN USA 
OR CANADA) or 571-272-1000. 

Brandon | Fetterolf, PhD 
Primary Examiner 
Art Unit 1642 

/Brandon J Fetterolf, PhD/ 
Primary Examiner, Art Unit 1642 



/Larry R. Helms/ 

Supervisory Patent Examiner, Art Unit 1643 



